US 9,744,239 B2

-continued
<220> FEATURE:
<221> NAME/KEY: MOD_RES
<222> LOCATION: (7)..(7)
<223> OTHER INFORMATION: D-Pro
<220> FEATURE:
<223> OTHER INFORMATION: C-term NH2
<400> SEQUENCE: 16

Cys Tyr Phe Gln Asn Cys Pro Arg Gly
1 5

<210>
<211>
<212>
<213>
<220>
<223>

SEQ ID NO 17

LENGTH: 9

TYPE: PRT

ORGANISM: Artificial Sequence
FEATURE:

peptide

FEATURE:

NAME/KEY: MOD_RES

LOCATION: (8)..(8)

OTHER INFORMATION: D-Arg
FEATURE:

OTHER INFORMATION: C-term NH2

<220>
<221>
<222>
<223>
<220>
<223>
<400> SEQUENCE: 17

Cys Tyr Phe Gln Asn Cys Pro Arg Gly
1 5

OTHER INFORMATION: Description of Artificial Sequence:

Synthetic

What is claimed is:

1. A method of increasing blood pressure in a human in
need thereof, the method comprising:

a) providing a pharmaceutical composition for intrave-
nous administration consisting of, in a unit dosage
form: 1) from about 0.01 mg/mlL to about 0.07 mg/ml.
of vasopressin or a pharmaceutically-acceptable salt
thereof; ii) optionally chlorobutanol; iii) acetic acid,
acetate, or a combination thereof; iv) 0-2% vasopressin
degradation products; and v) water;

b) diluting the unit dosage form in a diluent to provide a
concentration from about 0.1 units/mL to about 1
unit/mL of vasopressin or the pharmaceutically-accept-
able salt thereof; and

¢) administering the diluted unit dosage form to the
human by intravenous administration;

wherein:

the unit dosage form has a pH of 3.5 to 4.1;

the administration provides to the human from about 0.01
units of vasopressin or the pharmaceutically-acceptable
salt thereof per minute to about 0.1 units of vasopressin
or the pharmaceutically-acceptable salt thereof per
minute; and

the human is hypotensive.

2. The method of claim 1, wherein the vasopressin deg-
radation products include SEQ ID NO.: 2, wherein SEQ ID
NO.: 2 is present in the unit dosage form in an amount of
about 0.01%.

3. The method of claim 1, wherein the vasopressin deg-
radation products include SEQ ID NO.: 3, wherein SEQ ID
NO.: 3 is present in the unit dosage form in an amount of
about 0.01%.

4. The method of claim 1, wherein the vasopressin deg-
radation products include SEQ ID NO.: 4, wherein SEQ ID
NO.: 4 is present in the unit dosage form in an amount of
about 0.01%.

5. The method of claim 1, wherein the human’s mean
arterial blood pressure is increased within 15 minutes of
administration.

40

45

55

60

65

6. The method of claim 1, wherein the human’s hypoten-
sion is associated with vasodilatory shock.

7. The method of claim 6, wherein the vasodilatory shock
is post-cardiotomy shock.

8. The method of claim 7, wherein the administration
provides to the human from about 0.03 units of vasopressin
or the pharmaceutically-acceptable salt thereof per minute to
about 0.1 units of vasopressin or the pharmaceutically-
acceptable salt thereof per minute.

9. The method of claim 6, wherein the vasodilatory shock
is septic shock.

10. The method of claim 9, wherein the administration
provides to the human from about 0.01 units of vasopressin
or the pharmaceutically-acceptable salt thereof per minute to
about 0.07 units of vasopressin or the pharmaceutically-
acceptable salt thereof per minute.

11. The method of claim 1, the method further comprising
attaining a target blood pressure in the human and continu-
ing the administration for a period of about 8 hours.

12. The method of claim 11, the method further compris-
ing, after the period of about 8 hours, reducing the admin-
istration by about 0.005 units per minute.

13. The method of claim 1, the method further comprising
reaching a target increase in blood pressure of the human,
wherein if the target increase in blood pressure is not
attained, the administration is increased by about 0.005 units
per minute at 10-15 minute intervals until the target increase
in blood pressure is attained.

14. The method of claim 1, the method further comprising
discarding a vial containing the unit dosage form at least 48
hours after a first puncture of the vial.

15. A method of increasing blood pressure in a human in
need thereof, the method comprising:

a) providing a pharmaceutical composition for intrave-
nous administration consisting of, in a unit dosage
form: 1) from about 0.01 mg/mL to about 0.07 mg/ml.
of vasopressin or a pharmaceutically-acceptable salt



